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(57) mm-. 



R 1 




a) 



o 



WO 2004/02254;^^ PCT/JP2003/011487 



it^tt^Jlisfc (ulcerative colitis:UC) ^9 o — ^Jpf (Crohn Disease: CD) if© 
ifc^ttflft^B (Inflammatory Bowel Disease: IBD) <DD§CHte:$B0^&!ft. g S&ilS 

v?> (Salazosulfapyridine) ^ 5 — T ^ / U f-A^f^tj: 

wrs/u-y t-t-zmM<Dftm, mwr^^o^ k (^u 

(azathioprine) ^> 6-^ yU^7 7* h ^ I) > (6-mercaptopurine : 6-MP) & 



WO 2004/02254; 



PCT/JP2003/011487 



A^JWUfc. m%.\-£, Dykens h ttSffl bfc 6 JhSfc 5 31 p v-^— 
(myeloperoxidase (MPO)) &&£>7 !) - 7^A/^D S S ^$g*J3§2fc<7)3tJglC|B 
£ w ^ Lfc (Dykens, JA. , et al. , Scand J Gastroenterol, 33, 628-636, 
1998) „ 3;fcHori (Hori, Y. , et al. , Jpn J Pharmacol, 74, 99-103, 1997) R 
t£ Naito (Naito, Y. , et al. , Antioxid Redox Signal, 4, 195-206, 2002) h 
n^tti^tl superoxide dismutase (SOD) h 7 ^^J^D S S^§*J3§2£ 

m&<ommz.M J 5-1rZ>Z. t &^L/c 0 JEfc. Blackburn(Blackburn, AC, et al. , 
Free Radic Biol Med, 25, 305-313, 1998) t)liDS SiH^Ji^l^it5 7y 
— 7^*/V-«^*K5S«fle^ 1*^9 7 -f — {--CHP^Lfc„ — * Korenagra <b 

^/W^-f-Sffi^tttdSiST-rSw^Srav^/f UTV^CKorenaga, D. , et al. , J 
Surg Res, 144-149, 102, 2002) „ 
TIB^C ( I ) : 



R 3 (47Km^, ~5©7/U^, ^||i!i£5~7<7>^ n7Vl^/K £fc 

tl-5W7^^, R||l~3rot Kb*S/7/U*^ »&*#2~5 0> 



R 




0) 



o 



2 



WO 2004/02254^^ PCT/JP2003/011487 

fiBjEtt<fc«Mll (#<£¥5- 3 1 5 2 3t«, mfcJHff&ftttfflltiUB 

5-3 5 1 2 8-J§-^«h tfHfcfcflUB (#i¥3-2 1 54 2 5 -£&«h RTfsk 

•tits -hisss (i) ^b^^>9^>. 3-7<^/v— i -7*=^- 2-t 0 ^^ 

!) >—5-^-^^^^i:-t-5^J^ 200 1^6^^, HB«fll«J (-« 

^) i: LT±m$ttTV^ 0 ^<7> rac^jtf^j (i, fgtt^^*fLTS5V^^ 
14^r^-r^w<i:^^^$tL-CV^5 (Kawai, H. , et al. , J. Phamacol. Exp. Ther. , 
281(2), 921, 1997;2U^ Wu, TW. et al. , Life Sci, 67(19), 2387, 2000) o d 

±as u fc «fc 9 ic , ©att*:js§3fc ^isicij:v^D77- ^ e a * <z> * 



m®m\^<\*?&nfaW. r^hy^Mthy !7^;M§5fc*r7^W;:*5V>-C:*: 

3 
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<D±j£^mz.f?&tstiz>i&, -x\^thb(o^m^^< n&mfQM*m%}j$.ftt 



(5£<K RMt tMBJS^ ^*Sfcl-5 0T/w^wa£Xtt*8i^* 

3©t ; R^tfR 2 ^ ^PlL-C^m^C3 

~5©7^^S^L;R 3 lt ^*ftl-5©7/^S, 

07^3*i/JH, ^l~3©tKo^^7;^/wI, 2 ~ 5 tf>7VV 

o^S^^fp^^n^^ XJ«nt><D7K?P^b< tem£ft^£W$JJ&#£ 




(I) 



o 



WO 2004/02254^^ PCT/JP2003/011487 



mi (a) tt#s-£#9jo*»M*£^i-. mi (b) tt#s-^»gij«)WE«*s 

E2»4, #&#$SUO;ttMBlft<B* ((A) 3>hn-;W#(X40), (B) 
lmg/kgS:-5-#(X40h (C) ^y^7jf^5mg/kgS^(X40), (D) 
^i/20nig/kg (X40)) ^r^-r o 

HI 3 (A) tt#fi-£#By©^-S?* = T&*'-*-o HI 3 (B) {4, 

SI 4 (A) tt#S^#SiJ©*»ttB&MDA, 4-HNE»«Sr^i-, HI4 (B) te, # 
!S;-$-i¥S'JojfiL&* il-6 £^-r„ 



WO 2004/02254; 



PCT/JP2003/011487 



x\t d") -ZTF&tizmm&ht t> h, xwrnmcD*. en s 

R 1 R 1 



ifbtiz. tv zn&nn&m (ry-^t^^i:') teams 
r y — /hb#ko^t t>pjtR-c*>s„ 

R\ R 2 SU?R 3 ro^i(cio(t 1-5 ©7^=¥;HH:E^, 

OV*i"*vCt>.fcv\, WHS, ^f^S, ac^vi'X. /af/H, ^y^atVv-S. 
y^/l'S, ^y^/WS, sec-T^A'S, tert-^^vV^ ^^/Wg^W 




o 



HO 



(I") 



WO 2004/02254^^ PCT/JP2003/011487 

7i=;M^*7M, p-t Kd^^7i=/M/^7' hg^3^lf ib*b5 0 
Kp^v^^/I^ 2-t Kn^v^fv^S, 3-fc Fd^^7o K';um<g&mf 

tLxn, * h*i/*si'7$-^m. ^b^i/x^-s^m. ^ti^^->^^=. 
^m. •? btcisD/isTf^/xsm^frmif <b*v mmm i~3 ©7/^;^/^7fs 

i ITIi, **f-)V*;VH-7ym. xf°/M/^7°M, -fn t>^;U*7°M^ 
z>^f<b*V ^m^C 1~4 OTA^/UT^ /Si: LTte, ^W5/S, ^^/u 

7^s, ^7f^7>;yS^Wf>H5 0 

*3§^ro^ll£ro^/&#£ bT»3i^ffiVNibtL-5^^ ( I ) t It, fllfctf, 

3 — / ^-)V— 2 - t° 7 ^ y 5 -^>- ; 

3-^f;W 1 - (2-/ ^-/U^^^yW) -2-t'7/!)y-5-ty 
(3 -/^/WT'^^/U) - 2 — fc'^/y V- 5 -Oris 
3 - / ^U- 1 - (4 -/^Vl^^^A-) -2-f7/^-5-ty 
3-/^/W-l- (3, 4-^f;l-7i^) - 2 - t°^^y 5 —Hr> ; 
1- (4-xf;l/7i=^) - 3 2 - MJV V Is— 5 -Oris ; 

3-/^/^-1- (4-^0 tVU^^^/W) -2-t°7y*y ^-5-^-> ; 
1- (4 --^^ivy 3l=-jv) -3-y^/v— 2-t°7>^y 5-^-^ ; 
1- (3-MJ7;i'tn^f;i'7i=;V) - 3 - /* fvW- 2 - fc°^ V V 5 



WO 2004/02254^^ PCT/JP2003/011487 

1- {2-^ h^-^y ol^/V) -Z-**f-iV- 2-t°^yy ^-5-^->- ; 

1- (3-p< h^^^^n/U) -3-^^-2-t°7 , /D ; 

1- (4-* \>*r*/7 z*=^)V) -3-^f/W2-f7/!Jy-5-t> ; 

1- (3, h*r^7^^/U) - 3-^f/V-2-1^7/y 5 

1- (4 -3i =.=.;V) - 3 -7*^/1'- 2 - t°7^y 5 — ; 

(4-^ s d^^v-7^=/W - 2 -t"^)/iJ is- 5 ; 
1- Y*^7 ^—fr) -3-^f;P-2-k'7/!)y-5-ty; 

1- (2-^n7x^) -3-^fyV-2-k , 7/D>'-5-ty 
1- (3-^dd7i=/1/) -3-J^^V— 2 — f7/y ^—5—Xr> 
1- (4-^na7x=;l/) -3-p^/l"- 2 — f7/!i V— 5-^"^ 
1- (3, 4-^^no7x=yU) -3-p<^^-2-t 0 T> / y V- 5 ; 
1- (4 -7*n^7x=i;i/) - 3 - 2 - h*7 ✓ V 5 V ; 
1- (4-7;V'tn7x=;l/) -3-^^-2-^7/^-5-^^; 
1- (3-^nn-4-^f;V7x=;U) -3-^f;V-2-t , 7>'!Jy-5 
; 

1- (3 -^/l^ /lob -7° h7x^;W) -3-^f/V-2-f7 , /!)>'-5- 
^"V ; 

1- (4-^^/U^/W7J7 B h7ai~/W) -3-^f/V-2-t'7/y^-5- 

^ ; 

4- (3-^a— 2-t'^/y ^- i — (su) fr&mm\ 

1- (4 -3l b^v-^/l^^ ;V7x=/V) -3— ^^/l^-2-t°7/y >-5 

1- (4-=Fo7x=;u) -3-^f/U-2-t'7/yy-5-±y ; 
3 -^~=f-;v- l - 7 2 — f^/D — 5 -^>- ; 

1 -^znrwk- 3 -^n t°/b- 2-t'7/!J 5 ; 

8 
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1, 3 2 -t? % /y >- 5 -Hr^ ; 

3- 7x=;k-l- (p-hi;^) - 2-t°7y y ^- 5-^*^ ; 

1- (4-* Y^-iyy -3-7i^-2-k°7/!i ^-5-^"^ ; 

1- (4-^nn7x-;V) - 3 - 7 ^c^A— 2 - \?7 / V ^- 5 ; 
3, 4 -v?^ ^VU- 1 -7^~/l>- 2-t'7y!) 5 -Oris ; 

4 — T y^^/W- 3 -^^/V- 1 -7i^-2-t s 7/!) ^-5-^->- ; 
4- (2-t FP^fVxf/U) -3-^^/U-l-7x^l'-2-t 1 7/U>' 

- 5 ; 

3-^^/V- 4 -:7:xV 1 -7i^- 2 - /!J V- 5 -^->- ; 

3 4-7 a^^^^/Ut>7° h- 1 - 7x = /l/-2-t°7y!) V— 5 - 

; 

3, 3' , 4, 5, 6, 7 -^ri^t Kp - 2-7x=/l/- 2H-^f y//— 

3- h^V^/V^^/W-^^A) - 1 -7x^;V- 2 - y~ y 5 -Jr 
y ; 

1 -7x^;V- 2 - i/ y ^-5-^"^ ; 

2-f7y*y 5 ; 

1, 3 - i/^ f /l/- 2 - t*7 / - 5 - ; 

1 -3L^-/U- 3 2 - fc'^y y ^- 5 -^-^ ; 

1 -7f/W-3-^f;U-2-t°7/yy-5-ty ; 

1- -3-p<^/V-2-t 0 7>'y >--5-^*^ ; 

1 - D^dr^/W- 3 -p< ^vv— 2 - f^y y Is— 5 — ; 

1 -^O-^/U-3-^^/v- 2-t°^y y 5 ; 

1- (a --7-7^/1^) -3-^^-2-^7/^-5-^^; 

1 3 -7 ^=-;V- 2-t°7 s /y 5 -^"^ ; 

3-^^vW— 1- (4-^f;>7x=;u) - 2 - fc°7 ✓ y >-— 5 — ; 

1- (4 -7*^JV7 ^zz. /U) -3-^f/l/-2-t'7/y>-5-t^; 

1- (4-p< h*i/7*=./l>) -3-^fyi'-2-k J 7>'yy-5-ty; 

9 
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- (4 -Zf Y^risy -3-^f/U-2-f7 x /!)y-5-ty ; 

- (4-^PD7x=^) -3-yf/W-2-t°7 , /!)y-5-^; 

- (4-t Kn^i/7i=/V) -3-^f/P-2-t s 7/!)y-5-ty; 

- (3, 4-i^t Fvlrisy - 3 - ^ ^/U- 2 - t° 7 y > - 5 - 

- (2-tKD^fv/7i-;l') -3-^^-2-t?7^!Jy-5-t>' 

- (3-t Kn#i/7x=;u) - 3 - * f-fls— 2 - t°7 ✓ y 5 -^">- 

- (4-t KD^^xn^) - 3 — * ^7U— 2 - t°7 ✓ y V- 5 -^-^ 

- (3, 4-tKo^rv'7ix;W) - 3 - * 2 - t°7 S ]) V- 5 -tf- 

> ; 

- (4-t Kd^tv'?!^) -3-7i^/l — 2-t°7>^y ^-5-^"V; 

- (4-t Kndr^f/^x^/U) — 3 — ^vv— 2 - 1°7 ✓ ]) 5 - 

- (4-7;/7i^) -3->f;l'-2-t7 , /!)y-5-t^; 

- (4-^f^7^7i=7P) - 3 - ^ =f->V- 2 - t° 7 y 5 -^V 

- (4-xf^7$;7i-;V) -3-^^VV- 2-t°7)/y >-5-^"V 

- (4-7*f;i/T5y7xx/i/) - 3 f-iv- 2 - t°^y y ^-5-^-^ 

- (4-^yf;>7 5/7x=/W) - 3 -7* ^A-- 2 - f^^y 5 — * 



is 



- (Xir h75 K7x^) -3-^^-^-2-t°7)/y ^-5-^">- ; 



- (4—>7;7x=;U) -3-^^U-2-t°^yy >--5-^*>^ 

is*L$m, 7^3/vfvK, i^-y^/v^, =3 

|g^ife^©^r«»i:<ott[ ; -7- h y -7^, 7j y v^nr** y&mb<D 

10 
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7s (t Kndriy^^/w) T ^ / * 5 >\ N, N- (tKn^i/if/U) tV<9 
2 -T^y- 2-^^/1— l-/n/V-;K x^/^7$y, N-^f 

^ (i) x^isfrzik&mm^frhte&wk&mx-tb*) , W5-315 
*^W<oE|gos-^*tti|#^RB^$tL^v>^, asm, (i) 

1000mg/kg #fi, L < «— B fcfc 9 0. 5~50mg/kg 9 , #M P 

0 hit <0 0. 01—lOOrog/kg ftfi, U < ft 0. l~10mg/kg ftMXh 

jhu &m^x<om^mmvxh^\ 
*%>w<Dmmt u-ctt, _biE^ (i) -e^$ixs^^L<f«o^s^ 

11 
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mm^vmmmmm, m>mm. p hwj, &&m* mmm, Rtf&mm 

#y tr^/wtfp y ; 7fry vifc-e 

ntwy 3 -/use £>tM4 *> 5 v n ttffl B#$gft¥M&&r#J i£A¥#J X f± 

■c, aitiK £^#j> »a8k 0&pj*nx#j, mi&mwtiLmte¥&mmirz> 

12 
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Sfc©t£<fb<D-^ — # — k LT£P 6*1X1^-5 w £2)^ (Med Sci Sports Exerc. 2003 
Feb; 35(2) : 348-55), ^ zca a?— ^v-y—fe? (^fS^b^WJ-T -S^PjOEm 

*A«rW\ ^frW^tt, 8tSStfe*:Jl§lfcx ^p-^&if/^if &*b5. 
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io. 8gm, 3mmmmmwi.tc„ K^m^^. mm^t^^s^ 

6 7 % 

127. 5 ~ 1 2 8 . 5 <C 



mmmi 

(1) Hlfc^jfc 

® urn- 

6 £ff> Sprague-Dawley ^*tt£7 y h ( 0 UT^#%t) HE#<D^ 
&^2pC(Araki, Y. , et al. , Scand J Gastroentero, 35, 1060-1067, 2000), 

WfcK&Vti kZ. 4% (w/w) <E>x h 7 ^mm-f- h V *7 J* (Dextran sulfate sodium, 
DSS:^* 5000, fP^^mXH^^^fc, *BR) SrflPX. 30g/ 0 /|ffi<Z>*T 8 0 
fc£*fc 0 DSS ft-S-Mtefi&J: 9 3^7#^S#»tt-**v£;h, lmg/kg/ 0 , 5mg/kg/ 
0, 2Omg/kg/0<D^^^^V^^^^tt : N ! g|5^Tattbfc o ayhD-^fili 

S0^bfCo^Bg^«^CO^CO^^|JE#cr)^&^-Cl¥^ffibfc(Araki, Y. , et 
al. , Scand J Gastroentero, 35, 1060-1067, 2000) „ i~ &;fr^fi!iJII<D&f||^>ffc(3S 

14 
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ofc 0 ±M&<DX=iTMZ. gE$R©2fifcfc:t£o;fc(Araki. Y. , et al. , Scand J 
Gastroentero, 35, 1060-1067, 2000) o i"&:b*>, (i)*km±]$.<DX&. (ii) ? V 

fcmcfcCX, Mb: 0, ^J.oPg^: 1, *^J.oPfi^: 2 , ^g-l-Ojk 
ISIS: 3, famE.ofcm.ffl : 4££|frfcbfc 0 r<a3 3S@<D,&$c£-£-frb^tf>7 

-C$J^bfc(Araki, Y. , et al. , Clin Exp Immunol, 119, 264-269, 2000) o 
t>*3fllP^{|lJ <fc t> lOmra OgB&?>3|&§l£*^v^-- h b, ^£<£>?Stt£ H 2 0 2 t 
o-dianisidinO^/£K£5 460nimlC:iott5PJbfc^^fc£ bTflgibTto 
© ^fl§¥£!lgmalondialdehyde(MDAK 4-hydroxy-2 (E) -nonenal (4-HNE) Wk$t 

mnmm<ktemmmm<Dnmtemi¥<D—'o-chZ) 0 mda munz 4-hne temmft 
(o^m^-m^mmm^mt^ a <om±isfoz> 0 iot^nw© mda 

4-HNE3§S£r$J£b, reactive oxygen species (R0S) (D^M^^b^ t bfc 

(Matsumura, N. , et al. , Pancreas, 22, 53-7, 2001) e i"&:b*>» ^fli^^^r 9 

ffif*© 0. 5%<D TritonX-100 $r£tf 50mmol/l <£> Tris-buffer (pH8. 0) -Cafc^S**— 
h b> Tyfe'f y h Lipid peroxidation assay kit (Calbiochem, Lajolla, CA, 

u.s.A.)«rfflv*Tayj£bfc 0 ffi, 5xu s<-**^y—tfm&, &e>tfU:MDA&tf 

4-HNE ^M'J^ffltf)*^^— h^O^fii^Bio-Rad Protein Assay (Bio-Rad 
laboratories, CA) 3r/B^T$j^ bfc 0 
© Jfojt* interleukin-6(IL-6) 

±#Mft&mRJ&<Dl!3mb UrdUR* interleukin-6«SSrffll3£bfc. ~t^t> 
*>jfo.ifc«: lOOOOrpm -^^L^^<Dsk^<D interleukin-6 ELISA &fcTffl!l 

^bfcCRat IL-6 ELISA KIT, BioSource Europe, S.A. , Belgium) „ 

® m.%iwm 

^^fimean±SEM-t?^bfc 0 l#WlJ*ifctt Fisher s PLSD test T*ffofc 0 J 

15 
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7* h ]) v9t£&— ^<DJfcgcf3: Kruskal-Wallis test b Dunn's Procedure As A 
Multiple Comparison Procedure T'fTo fc c P 0. 05 WSMfc <9 i: Lfc c 



(2) H^Jgm 

^$ttfc 0 b^b, ^^tf^&^S* (lrag/kg 5mg/kg&4-S¥. 20rag/kg 

fiVN-f *i, h = ^ h n -/i-SllciJt^T^iliSSS^^-S^iSffi^^ bfc (EI 

i (a)) 0 mm^s ^yytf^&^m^m^frh^^hv-^Miztt^xmm 
i&mmmfcmn^fomz^^tcmi (b))„ 

ei 2 {z.^mmM^m.^'To (A)3>hn — /nn ( x 40) . <b) ^ > im g /k g 

&-£l¥(X40h (C)^^7^>-5mg/kgS#i¥(X40), (D) ^ ? 7 f> 20mg/kg 
P£f&#>fc„ lrag/k g> 5mg/kg x 20mg/kg &-£S¥Ul:}o^T{3: 

^3>'hp--^S|<D^^--> ? ^=iT^it-<Tig;{iS^^LfCo 20mg/kg 

mvyt-itx^Tte^^ h n—^m^it^xmMKi&m^^vtcm 3 (a))„ 
h*-/i'm<D*^us<-**i'y-^mmz.&^xmfe*^\stzo 20mg/k g 

Ut(EI3 (B)) c 

® *jbmsbimda, 4-mEmm 
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